This study was performed to highlight the relationship between single dietary risk factors and cardiovascular diseases (CVDs) in the WHO European Region. We used the comparative risk assessment framework of the Global Burden of Disease Study to estimate CVD mortality attributable to diet; comprising eleven forms of CVDs, twelve food and nutrient groups and 27 risk-outcome pairs in four GBD regions including 51 countries by age and sex between 1990 and 2016. In 2016, dietary risks were associated with 2.1 million cardiovascular deaths (95% uncertainty interval (UI), 1.7-2.5 million) in the WHO European Region, accounting for 22.4% of all deaths and 49.2% of CVD deaths. In terms of single dietary risks, a diet low in whole grains accounted for approximately 429,000 deaths, followed by a diet low in nuts and seeds (341,000 deaths), a diet low in fruits (262,000 deaths), a diet high in sodium (251,000 deaths), and a diet low in omega-3 fatty acids (227,000 deaths). Thus, with an optimized, i.e. balanced diet, roughly one in every five premature deaths could be prevented. Although agestandardized death rates decreased over the last 26 years, the absolute number of diet-related cardiovascular deaths increased between 2010 and 2016 by 25,600 deaths in Western Europe and by 4300 deaths in Central Asia. In 2016, approximately 601,000 deaths (28.6% of all diet-related CVD deaths) occurred among adults younger than 70 years. Compared to other behavioural risk factors, a balanced diet is a potential key lever to avoid premature deaths.
Introduction
With the number of attributed deaths rising from 12.3 million in the year 1990 to more than 17.6 million in 2016, cardiovascular diseases (CVDs) are the leading cause of death worldwide [1] . In addition to lifestyle factors such as physical inactivity, smoking and the abuse of alcohol, Electronic supplementary material The online version of this article (https ://doi.org/10.1007/s1065 4-018-0473-x) contains supplementary material, which is available to authorized users. a suboptimal diet constitutes a major risk for developing CVDs [2] . According to the Global Burden of Disease Study (GBD) 2016 [3] , more than 9.1 million premature deaths from CVDs worldwide are attributable to dietary risks, which equals 52% of all CVD-related deaths in the year 2016. Therefore, optimized dietary patterns might be an effective lever to overcome the burden of CVDs. Although several studies have elucidated the roles of distinct dietary and metabolic risk factors in CVDs [4] [5] [6] [7] [8] [9] [10] [11] [12] , a corresponding analysis of countries in the WHO European Region, differentiating age and sex groups and including several key food and nutrient groups, has not yet been reported. The aim of this study is therefore (1) to describe the status of cardiovascular deaths attributable to dietary risks at a national level in 2016; (2) to review corresponding mortality trends of the last 26 years, with a particular focus on the period from 2010 to 2016; and (3) to discuss possible policy options to address the burden of diet-related CVDs.
Methods

Data input, scope and modelling
For this analysis, data from the comparative risk assessment (CRA) framework of the GBD was used to quantify CVD deaths attributable to twelve dietary risks, grouped by age and sex, between 1990 and 2016 for 51 countries in four GBD regions (Central Europe: Albania, Bosnia and Herzegovina, Bulgaria, Croatia, Czech Republic, Hungary, Macedonia, Montenegro, Poland, Romania, Serbia, Slovakia, Slovenia; Eastern Europe: Belarus, Estonia, Latvia, Lithuania, Moldova, Russia, Ukraine; Western Europe: Andorra, Austria, Belgium, Cyprus, Denmark, Finland, France, Germany, Greece, Iceland, Ireland, Israel, Italy, Luxembourg, Malta, Netherlands, Norway, Portugal, Spain, Sweden, Switzerland, United Kingdom; Central Asia: Armenia, Azerbaijan, Georgia, Kazakhstan, Tajikistan, Turkmenistan, Turkey, Uzbekistan); see Supplemental Table 1 . Monaco and San Marino were not considered in the assessment.
Of the 15 dietary risk factors covered in the GBD CRA framework, twelve are relevant to the development of CVDs, composing 27 diet-disease pairs (Supplementary Appendix and in Appendix Table 4 ). The twelve dietary factors are as follows: a diet low in fibre, fruits, legumes, nuts and seeds, polyunsaturated fatty acids (PUFA), seafood omega-3 fatty acids, vegetables, and whole grains and a diet high in processed meat, sodium, sugar-sweetened beverages (SSB) and trans fatty acids. The CVDs considered are as follows: aortic aneurysm, atrial fibrillation and flutter, cardiomyopathy and myocarditis, endocarditis, haemorrhagic stroke, hypertensive heart disease, ischaemic heart disease, ischaemic stroke, peripheral vascular disease, rheumatic heart disease, and other cardiovascular and circulatory diseases.
The inputs to this analysis included the exposure level (consumption) of each risk factor, the effect size of the risk factor on each disease endpoint, the risk factor level associated with the lowest risk (TMREL), and the total number of deaths from each disease endpoint. Consumption data were gathered from multiple sources including nutrition surveys, household budget surveys, and United Nations FAO Food Balance Sheets and Supply and Utilization Accounts. Furthermore, for sodium and trans fatty acids, data on 24-hour urinary sodium and availability of partially hydrogenated vegetable oil in packaged foods were used, respectively. All dietary data (other than sodium and SSB) were standardized to 2000 kcal/day. We modelled missing country-year data from FAO using a space-time Gaussian process regression and lag-distributed country income as covariate. For each dietary factor, we estimated the global age pattern of consumption based on nutrition surveys (i.e., 24-hour diet recall) and applied that age pattern to the FAO data.
Whereas the intake levels of fibre, seafood omega-3 PUFA, PUFA, and saturated fatty acids were assessed using data from United Nations FAO Supply and Utilization Accounts, the intake levels of fruits and whole grains were derived from the United Nations FAO Food Balance Sheets. Further details can be found in Table 1 and the Appendix.
Relative risks, theoretical minimum-risk exposure level, mediation
We obtained the relative risk of each disease endpoint per serving of the dietary components from the most recent dose-response meta-analyses of prospective observational studies and, where available, from randomized controlled trials [3, 13] . In GBD 2015 and 2016, the relative risks for the following risk-outcome pairs were updated: diet low in fruits-ischaemic heart disease; diet low in fruits-ischaemic stroke; diet low in fruits-haemorrhagic stroke; diet low in legumes-ischaemic heart disease, diet low in vegetablesischaemic heart disease; diet low in vegetables-ischaemic stroke; diet low in vegetables-haemorrhagic stroke; diet low in whole grains-ischaemic heart disease; diet low in whole grains-ischaemic stroke; diet low in whole grainshaemorrhagic stroke; and diet low in fibre-ischaemic heart disease. To estimate the range of the theoretical minimumrisk exposure level (TMREL) for each dietary factor, we calculated the level of intake associated with the lowest risk of mortality from each disease endpoint based on the studies included in the meta-analyses of the dietary relative risks. Then, we calculated the TMREL as the weighted average using the global number of deaths from each disease outcome. In Table 1 , the dietary risks, the exposure definition and the corresponding TMREL considered in this study are summarized. A more detailed description of the methods and the modelling approach used as well as outcome-pair specific relative risks per incremental increase in consumption are presented in the Supplementary Appendix and in Appendix Table 2 . To account for multiple risk factoroutcome correlations and the mediation of CVDs via dietinduced metabolic risks, 69 risk factor-mediator pairs were considered in the analysis (Appendix Table 3 ). In terms of metabolic mediation factors, we distinguish between high body mass index, high total cholesterol, high fasting plasma glucose and high systolic blood pressure. Moreover, diet low in whole grains, diet low in vegetables and diet low in fruits are considered as mediation factors for diet low in fibre. The epidemiological studies used to evaluate the causal relationship between dietary risk-outcome pairs are summarized in Appendix Table 4 . Further and more detailed information about the CRA framework of the GBD can be found in the corresponding GBD capstone papers [3, 13] .
Uncertainty ratios and uncertainty intervals
To gauge the level of uncertainty of the risk-and diseasespecific results, we calculated the uncertainty ratio (UR). The uncertainty ratio is a dimensionless unit defined as the 95% uncertainty interval (UI) range (95% UI maximum minus 95% UI minimum) divided by the arithmetic mean of 95% UI maximum and 95% UI minimum. The higher the ratio, the greater the corresponding uncertainty [12] . To Intake of trans fatty acids between 0 and 1% of total daily energy incorporate the uncertainty of parameters (exposure, relative risk, TMREL, mortality) as well as modelling uncertainty, we followed a Monte Carlo approach. All calculations were repeated 1000 times using one draw of each parameter at each iteration. Using these 1000 draws, we calculated the mean and the UI for the final estimates.
Adjusting for multiplicity
As the dietary risks covered in the CRA GBD framework are not completely mutually exclusive, they had to be adjusted for multiplicity when the total disease burden alleviation due to all dietary risk factors was calculated. For all numbers and figures presented in this study, we assumed a combined implementation of all risk factors described above. Further and more detailed information about the multiplicity processing can be found in the corresponding GBD capstone papers [3, 13] .
Results
Deaths attributable to diet-related CVDs in the year 2016
In the year 2016, diet-related risks were associated with 2.1 million deaths (95% UI, 1.7-2.5 million) from CVDs in the WHO European Region, accounting for 22.4% (95% UI, 18.2-27.0%) of total deaths ( Fig. 1 , Table 2 ). Concerning specific CVDs, 1.76 million deaths (84% of total dietrelated CVD deaths) were due to ischaemic heart disease, followed by ischaemic stroke (175,202 deaths, 8.3%) and haemorrhagic stroke (132,749 deaths, 6.3%). Hypertensive heart disease, rheumatic heart disease, cardiomyopathy and myocarditis, atrial fibrillation and flutter, aortic aneurysm, peripheral vascular disease, endocarditis, other cardiovascular and circulatory diseases were of less importance. The highest uncertainty ratios (UR)-and, therefore, the lowest validity for the results-were observed for endocarditis (UR 1.73) and hypertensive heart disease (UR 1.72; Table 2a ). In terms of food and nutrient groups, five risk factors had an attributable fraction greater than 10% of the total diet-related CVD burden: diet low in whole grains (20.4%), diet low in nuts and seeds (16.2%), diet low in fruits (12.5%), diet high in sodium (12.0%), and diet low in seafood omega-3 PUFA (10.8%). The highest uncertainty ratio-and, therefore, the lowest validity for the dietary risks considered in terms of their impacts-was observed in the case of processed meat (0.63), followed by trans fatty acids (0.61) and sodium (0.59); Table 2b . Within the WHO European Region, the fraction of deaths attributable to diet-related CVDs varies considerably between the regions: Whereas Eastern Europe and Central Asia faced the greatest burden in terms of age-standardized deaths rates (304 and 298 per 100,000, respectively), Eastern Europe showed the highest burden (937,000) and Central Asia the lowest burden (227,000) in terms of absolute deaths. The smallest burden in terms of percentage of deaths and deaths per 100,000 people was observed in Western Europe (14.2%, 62 deaths per 100,000). Within Eastern Europe, the highest number of absolute deaths due to diet-related CVDs was observed for Russia (599,000 deaths), followed by Ukraine (253,000 deaths). Further, Ukraine showed the highest corresponding fraction (38.2% of total deaths) among all countries considered in this study. In terms of age-standardized deaths per 100,000 inhabitants, the highest rates in Eastern Europe were identified for Ukraine (349 deaths per 100,000), Moldova (328 deaths per 100,000) and Belarus (313 deaths per 100,000). Within Central Europe, the greatest burden in terms of total deaths was observed in Poland (94,000), followed by Romania (70,000), and Bulgaria (35,000). In relative terms, the highest percentage was identified in Bulgaria (32.2%), followed by Slovakia (29.0%) and Romania (27.6%). In terms of age-standardized death rates, the ranking was almost the same: first, Bulgaria (260 deaths per 100,000); second, Slovakia and Romania, each having 206 deaths per 100,000.
Within Western Europe, the highest absolute numbers of CVD deaths related to dietary risks in the year 2016 were observed in Germany (165,000), followed by Italy (97,000) and the UK (75,000). In relative terms, the highest percentage was identified in Greece (20.2%), followed by Finland (19.4%), Malta (18.7%) and Austria (18.4%). In terms of age-standardized death rates, the ranking was almost the same: Greece (100 deaths per 100,000), followed by Cyprus (88 per 100,000) and Finland, Malta and Germany (each having 87 per 100,000).
In Central Asia, the greatest burdens in terms of total deaths were observed in Uzbekistan (66,000), Turkey (44,000) and Kazakhstan (40,000). In relative terms, the highest percentages were identified in Georgia (34.4%), Uzbekistan (32.2%) and Azerbaijan (32.0%). In terms of age-standardized deaths, the highest rate was observed in Uzbekistan (394 deaths per 100,000), followed by Turkmenistan (367 per 100,000) and Kyrgyzstan (350 per 100,000); Table 3 .
Mortality from diet-related CVDs from 1990 to 2016
In the 51 countries considered, the share of diet-related CVD deaths out of total mortality ranged between 38.2% in the Ukraine and 9.8% in Israel. In 10 out of these 51 countries, an increase in this fraction was observed from 1990 to 2016. The increase was largest in Turkmenistan (+ 26%), followed by Tajikistan (+ 23%) and Kyrgyzstan (+ 14%), Fig. 1 . From
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2010 to 2016, the largest increases in the attributable fraction were observed for Turkmenistan (+ 3.9%), Kyrgyzstan (+ 1.5%) and Andorra (+ 1.4%).
The largest reduction of the attributable fraction from 1990 to 2016 was identified for Israel (− 54%), followed by Denmark (− 51%) and the UK (− 48%). On average, the observed reduction was − 34% for Western Europe and − 25% for Central Europe. In Central Asia and Eastern Europe, the corresponding fractions increased by + 3.0% and + 0.4%, respectively. From the 2010 to 2016, the largest decreases in the attributable fraction were observed for the United Kingdom (− 7.1%), the Netherlands (− 6.9%) and Serbia (− 6.7%).
In terms of absolute deaths, the mortality from CVDs attributable to dietary risks decreased in the WHO Europe Region by 187,000 deaths per year from 2.3 million in 1990 to 2.1 million in 2016 (drop by 8.2%), whereas the regional subdivisions considered in this study developed unevenly: While the number of deaths per year increased by 124,000 (from 813,000 in 1990 to 937,000 in 2016) in Eastern Europe and by 29,000 (from 198,000 in 1990 to 227,000 in 2016) Central Asia, the number decreased by 110,000 (from 451,000 in 1990 to 341,000 in 2016) in Central Europe and dropped by 230,000 (from 824,000 in 1990 to 594,000 in 2016) in Western Europe. During this period, the largest increase in death numbers occurred in Russia, where 91,000 additional deaths occurred in 2016 compared to 1990 (1990: 508,000 deaths; 2016: 599,000 deaths).
However, although from 2010 to 2016 a decline in the absolute number of deaths was observed for Central Europe (− 5400 deaths per year) and Eastern Europe (− 20,300 per year), Western Europe faced an increase of 25,600 deaths from CVDs attributable to dietary risks, from 569,000 in 2010 to 594,000 deaths in 2016 (+ 4.5%), in the same period. In addition, in Central Asia, a slight increase of 4300 deaths per year was observed from 2010 to 2016 (+ 1.9%). In total, 29 countries out of 51 showed increased absolute numbers of diet-related CVD deaths from 2010 to 2016 (Fig. 2 , Supplementary Appendix and in Appendix Table 5 ).
In terms of age-standardized mortality, the CVD death rate attributable to dietary risks has fallen in the WHO European Region over the last 26 years (except for an increase in Eastern Europe and Central Asia from 1990 to 1995). However, the pace of the reduction slowed down in the period from 2010 to 2016. Whereas in Western Europe the rate in 2016 (64 deaths per 100,000) was almost the same as in 2010 (71 deaths per 100,000), the magnitude of change in the mortality rate is more attenuated in Central Asia (2010: 344 per 100,000; 2016: 289 per 100,000), Eastern Europe (2010: 351 per 100,000; 2016: 304 per 100,000), and Central Europe (2010: 207 per 100,000; 2016: 177 per 100,000; Fig. 2) .
The age-standardized diet-related CVD mortality in 2016 varied widely from a rate of 43 per 100,000 in Israel and Spain to 394 per 100,000 in Uzbekistan. Eastern European The uncertainty ratio is a dimensionless unit, defined as the 95% UI range (95% UI maximum minus 95% UI minimum) divided by the arithmetic mean of 95% UI maximum and 95% UI minimum [12] . The higher the ratio the higher is the corresponding uncertainty and Central Asian countries (exception: Turkey) consistently had the highest mortality rates (weighted average: 304 and 289 per 100,000, respectively). With the exception of Turkey (67 per 100,000), diet-related CVD rates in all countries in these two regions ranged between 170 per 100,000 in Estonia and 394 per 100,000 in Uzbekistan. Central Europe (weighted average: 177 per 100,000) ranged between 86 deaths per 100,000 in Slovenia and 260 per 100,000 in Bulgaria. In Western Europe (weighted average: 64 per 100,000), the highest rate was found in Greece (100 deaths per 100,000) and the lowest in Spain and Israel (each with 43 deaths per 100,000). In the EU-28, an average rate of 85 deaths per 100,000 was observed in 2016. On the disease level, countries with higher mortality due to 'a diet high in sodium' showed a higher death rate due to cerebrovascular diseases and hypertensive heart disease, mainly Central European countries such as Bulgaria, Macedonia, Romania, and Serbia, but also on a lower level in countries such as Portugal and Turkey (Fig. 3) .
Differences between gender and age groups
Diet-related CVDs increased steadily as a proportion of total deaths across older age groups, with the greatest increases in (Fig. 4) . Nearly 601,000 deaths (28.6% of all diet-related CVD deaths) occurred in the WHO European Region among adults younger than 70 years, whereas 420,000 deaths occurred in men and 181,000 in women. The highest share of diet-related CVD deaths in adults younger than 70 years were observed with 42.5% in Central Asia equalling 97,000 premature deaths, followed by Eastern Europe (33.7%, 316,000 deaths), Central Europe (26.0%, 87,000 deaths) and Western Europe (16.9%, 100,000 deaths). In the EU-28 approximately 178,000 deaths (19.9% of all diet-related CVD deaths) occurred among adults < 70 years, of which 132,000 deaths in men and 46,000 were in women.
Between 2010 and 2016, an increase in absolute dietrelated CVD deaths was observed in 32 (out of 51) countries, leading to 20,000 additional deaths in 2016 among adults younger than 70 years. Most of these deaths were observed in Germany (+ 2700), followed by Belarus (+ 2600), Kazakhstan (+ 1800), Romania (+ 1700) and the Ukraine (+ 1600). Details at the country level can be found in the Supporting Material.
The impact of different food groups on CVD outcomes
In Fig. 5 , the absolute numbers of CVD deaths related to single and aggregated dietary risks are presented from 1990 to 2016. In both cases, multiplicity-adjusted presentation was used, not considering that single risk reductions, separately applied, might lead to even greater improvements in CVD health.
Except for the observation that a diet low in whole grains was the leading risk factor in all GBD regions considered, the ranking of the other dietary risk factors was different across the regions. Whereas in Western Europe, Eastern Europe and in Central Asia the low consumption of nuts and seeds was the second leading risk factor for CVDs, in Central Europe the excessive consumption of sodium caused the second highest mortality-with the consequence of slightly increased mortality due to cerebrovascular diseases (ischaemic and haemorrhagic stroke) and hypertensive heart disease. In Eastern European countries, the excessive consumption of sodium ranked in fifth place, behind the risk factors 'diet low in nuts and seeds' and 'diet low in fruits' and 'diet low in omega-3 fatty acids'. Whereas in Central Asia the risk factor 'diet high in sodium' ranked third, in Western Europe it ranks fourth. In all four regions, the risks 'diet high in SSB' and 'diet high in trans fatty acids' were of minor importance.
Although the changes over time followed a consistent pattern, the magnitude of the changes reflected underlying alterations in dietary patterns. In the last two decades, while improvements in diet-related vascular health in Eastern Europe were derived mainly from increased consumption of fruits, PUFAs and omega-3 fatty acids, the reduced consumption of sodium was the largest impacting factor in Central Europe and Central Asia. Of further relevance in these two regions was the increased intake of vegetables and fruits.
In Western Europe since 1990, increased intakes of whole grains, nuts and seeds, vegetables, omega-3 fatty acids and fruits were the leading factors resulting in diminished deaths from CVDs. However, with the exception of 'diet high in trans fatty acids' between 2010 and 2016, all risk factors showed an increased impact on CVD deaths, which could be explained by population ageing resulting in an additional 25,600 deaths per year (95% UI: 17,000-36,000). Details on the country level can be found in the Supporting Material.
Discussion
Using data of the GBD Study 2016 [3] , we examined the impact of dietary risks on CVD mortality in the WHO European Region in the period from 1990 to 2016. Although the age-standardized death rates decreased in all considered subregions between 2010 and 2016, the absolute number of diet-related premature cardiovascular deaths increased in 29 (out of 51) countries, with increases in Western Europe (Fig. 2 , Supplementary Appendix and in Appendix Table 5 ). Moreover, in 32 (out of 51) countries, increases in absolute dietrelated CVD mortality were observed in adults younger than 70 years, leading to an additional 20,000 deaths in 2016 compared to 2010.
With 22.4% of overall mortality and 49.2% of CVD mortality, dietary factors contribute substantially to the disease burden in the WHO European Region. Compared to other behavioural (and thus modifiable) risk factors (physical inactivity, drug and alcohol abuse, tobacco smoking, etc.), an altered diet is the most effective means of preventing premature deaths from CVDs in the WHO European Region [3] . Nonetheless, questions remain about the most efficient way to promote dietary changes among healthy adults [14] . The impact of a range of dietary interventions and instruments at the population level has been systematically evaluated, ranging from regulatory and market-based instruments to nudging and information-based instruments [15] [16] [17] [18] . Although the effectiveness, the acceptance and, ultimately, the durability of each policy measure is case-specific and may vary across countries, the prioritization of public health interventions should be evidence-based and data-driven.
Our analysis has several strengths. To the best of our knowledge, it builds upon the most comprehensive, most current, most consistent and most robust data framework quantifying the risks of disease burden globally [3] . In comparison to similar studies focusing on European countries [19, 20] , we present here for the first time the numbers of deaths attributable to eleven different types of CVD and twelve dietary risk factors, accounting for cause-specific mortality by country, age, sex, and time period. Further, we used the most updated effect sizes of diet-disease relationships considering age-and outcome-specific aetiological effect sizes per unit of exposure [3] .
Concerning the development of CVD mortality until the year 2010 in Russia, our results confirm the findings of Grigoriev et al. [21] and Shkolnikov et al. [22] , who described an unprecedented decline in cardiovascular mortality rates in the period 2000-2010 (particularly for cerebrovascular diseases, less pronounced for heart disease) as the 'cardiovascular revolution'. The authors state that both behavioural factors (less alcohol consumption, increased consumption of fruits and vegetables) and medical care (increased cardiac surgeries and healthcare expenditures) contributed to this positive trend. However, a stringent decomposition of various factors affecting cardiovascular health was not carried out in these studies. Further, Grigoriev et al. [21] reported that, in 2013, federal healthcare expenditures were reduced, leading to substantial gaps in the healthcare budgets of regional authorities. As 50 out of 81 Russian regions are subsidized by the federal budget, less affluent regions have likely faced underfunding of federally supported medical services. In terms of risk factor exposure, we can confirm the results of Burggraf et al. [23, 24] Zatonski et al. [25] examined trends of mortality due to coronary heart disease (CHD) and fat consumption in eleven Eastern and Central European countries from 1990 until 2002. They observed that, in countries where sunflower oil remained the primary oil (such as Russia, Ukraine, Romania, and Bulgaria), the rate of CHD remained stable from 1990 onward. Meanwhile, in countries such as Poland, Czech Republic, Estonia, Latvia and Lithuania, which started to use rapeseed oil, a strong decline in CHD mortality was observed. This finding is confirmed in our study. Although both oils are rich in PUFAs, rapeseed oil contains more α-linoleic acid (ALA, C18:3), an omega-3 fatty acid with atheroprotective properties. Moreover, ALA is partly converted to eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA), which may protect against CHD and cerebrovascular diseases [26, 27] .
Limitations
The following limitations of our study have to be mentioned. The dietary data were from multiple sources including nationally representative individual-level nutrition surveys, household budget surveys, FAO Food Balance Sheets and Supply and Utilization Accounts, varying in type and magnitude of uncertainty. To overcome this problem, we incorporated these sources of uncertainty into our analysis if possible and quantified the overall UI for the mortality estimates. We used effect sizes from meta-analyses of observational studies that had been adjusted for major confounders (e.g., age, sex, smoking, physical activity); however, the possibility of residual confounding cannot be excluded. In particular, despite adjustment for multiplicity, interrelations between dietary factors may affect our estimated aetiological effect sizes for individual dietary factors.
Moreover, we have to bear in mind that most of the studies which have been included in the meta-analyses are representative for northern American and European populations. Hence, the transferability of the results to Asian populations is limited. Further, in terms of the risk factor with the strongest impact on preventing CVDs (´diet low in whole grains´), we have to note that in the underlying studies the consumption is measured differently and that a common definition of whole grain products does not exist. This could have contributed to the heterogeneity between studies. In addition, given the broad spectrum of whole grain products available it is difficult to assess intake accurately in epidemiological studies. Hence, some degree of measurement error is inevitable [28] . The same statement also applies to the other food and/ or nutrient groups considered. As in real life a large number of differently composed foods are consumed, an exact division into distinct food or nutrient groups is impossible. As a consequence resulting disease burdens might be under-or overestimated. Any further epidemiological studies should therefore document the amount and the type of product consumed more accurately. In case of whole grain products a further differentiation between whole grains products based on wheat, rye, oat and barley would be desirable, as different metabolic pathways exist due to the different kinds of containing fibres [29] .
Although the meta-analyses used in the GBD CRA framework have been adjusted for several confounders (smoking, alcohol, physical activity, BMI) further confounders remain (deprivation, socioeconomic status, health care access) and are a potential source of bias. However, in terms of the risk factors diet low in vegetables, diet low in fruit and diet low in whole grains both the Nurses' Health Study and the Health Professionals Follow-up Study, cohorts with relatively little confounding by socioeconomic status or health care access (screening, treatment), found similar results regardless of the correction of confounding factors.
Furthermore, we must bear in mind that the only dietary risks included were those that were sufficiently described in the literature in terms of causal effect sizes. However, as the effect of other dietary risks on CVDs cannot be excluded, further risk-outcome pairs should be included in future iterations of the GBD CRA framework as far as an aetiologic pathway is observed and epidemiologically confirmed. Potential nutrients with a purported protective effect on CVDs include flavonoids (in particular carotenoids such as astaxanthin, lutein, zeaxanthin and β-cryptoxanthin) [30] , vitamin K [31] , selenium [32] and vitamin D due to proposed anti-atherosclerotic effects. However, in case of vitamin D a blood pressure lowering effect was only observed in suboptimally supplied individuals (< 50 nmol/L) who received monthly high doses (100,000 UI) for more than a year. [33, 34] . Flavonoids are bioactive compounds that occur naturally in many plants [35] . They likely have protective effects against vascular endothelial cell dysfunction, which is a key event in the aetiological pathway of cardioand cerebrovascular diseases [36] [37] [38] . Although meta-analyses of randomized intervention studies are scarce [39] , several meta-analyses of prospective cohort studies revealed an inverse relation between flavonoid consumption and CVDs.
Although substantial progress has been made in the last 26 years to decrease diet-related cardiovascular deaths in the WHO European Region in relative and absolute terms, the last six years have brought an increase in the absolute death numbers for Western Europe and Central Asia. In 2016, optimized dietary patterns could have prevented roughly one in every five premature cardiovascular deaths (22%), with this percentage varying considerably among the countries and regions (Eastern Europe: 32%, Central Europe: 26%, Central Asia: 24%, Western Europe: 14%, EU-28: 17%). Future policy and health interventions will need to be tailor-made and context-specific, involving relevant stakeholders (agriculture, food industry, retailing and the gastronomy sector), to address this issue properly. Distinguishing between primordial, primary and secondary dietary prevention Yu et al. [40] recommends several suitable actions to overcome dietrelated CVD deaths. Regular monitoring should surveil the progress towards more health-promoting food environments. 
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